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Description 

Field of the inveauor; 

t C ot.s t*o , S3 o f ^""ctcro S 

md buciescn d - i en 

in the treats-fier;! of chrome obstructive puSmorsary dis- 
ease (COF'D) 

„ , 70 71 f'8 



£OD05] ^-c; r a " 

ato - v-" re e c x ? v ee;.-; 

3ieiy: 

'a a first active g <;„ ^ * v' is born; oterof, a 
- ' . "C^ -\ d ' * 0 - " , a k . •'»!!••)' 
" ^ t 

;% s second active ingredient vvi-;ich is btJda&cnscie, 
and 



estimated thai 11% or -hi: U.S. population has COPD 

itTiih 1 - h ios 

cond&io - - 5 PDarech -r bronchitis and 

pSS3] Cfhrornc br-'nehitis is a iony -standing mfianv 



dd-ioni"; wreathing and bssabiisty. 
8084] tysama is -- s ung disease which 
affects the aivethi arid/or ids sobs - sn-jsiiest 

»s '-Cdfors 'hose ar- 
eas of the iongs become sibargsd. These enlarges ar- 

% f ,t „ n. 
fresna _! > - JTiv^' 
^ - v - v ne.cd. Tbs 

r t s f h emphyse 

shortness of brsath. 

'Cis - ^ - * - - - d^?? =, - f 
od vviih a vanc-ty or rnonobaaiapies meinding inhaled or 
oiSiiy aria-anisieraoi -;roncbodidbo:s, inhaled anb-edoiiiv 
<; ^ s a 



chrome obstructive c-ns 
[0013] T « 

i additionally ea;r:pbso:; one or ^ , , — > - I 

(S- i 



that none o 



r Fori 



e tarn; 



oewOei 



or-a a : en is; pre-crabd, t-ave a roans roaaian iraanreter of 
Sens than 10 prr: 

[GO - - ea;hea$ kit con 

iainirsg: 

II - - qt d 

Ob a vessel varnaming the second active nigrea^rrr. 
n;n a nrcvar ratio of the first active ingredient to the 
second aobve ;r>gied:eniof frarn ? 2b00 io 12-1: and 



oroide 



in tna rneni rrfiob.ee of a n'ooiearae-n: for use in the beat- 
en men; cf chronic onstroebve pulmonary disease. 
[5012] 

ay sCommstearig era nhabsho.e a composition as-deaneb 
e. Aifer i i.e 5 = - bested by a 



Description of !hs invention 



[0007: Tnecerabinaticaofnijeesenideanafcri-eotere: 
reduces the prober of exacerbations of COPG com- 
i \ -» in trie - - is oslng bCiOssorfde r foh- 

c , c e >. - -t , r * ;^ - ^ . - 

issnts. Thus , the combination of budesonide and fwmot- 
eroi -vviii give greater oornpiiance. grestet affioaoy. less 
a-xsceiliatiorrs and^r setts; sieep 
[0058] ~ graseat invaniion aiso gives an increased 



55' , v v 

sobesonida and of fo-rr 
eompostiiion or s kit. as 

[0014] The- first and s 
ki; .-t :. ; tn-e itrvention 



desired effect ' they are aniynn;sfeien separeteiy Sat 
loss than s bo -at 2 hoars aps orsbiy ess tha 

aha, x n ^ 

nntifassgad an nost ? aferabiy % " scisrde! af 
ter the c-ihar 
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$015] The meter ratio of the firs! active ingredient to 
■he second active ingredient is suiiabiy from 1:555 to 2 
fera s ' 0 1£ ' T \e i o r at c o 
the first active ingredient to the second active ingrediert 

tie nola- ratio ot s 
the first acCvo inc: r edmo; to the second active ingredient 
can afse be 1 :7Q to 1 A. 

10018] fX 'V^ 4 a 

LIS! 

erabiy 'Corn 2 to J < - The smokes of the secono "V 

{preferably 0 IS to 4 prmo:} or mom 45 to 2200 pg ; mors 

[9017] ' o ; the specification, the smourti of 
the first and second acbve ingredient used relet-:; tc unit ' f 

>< . - mined rOfferer 

[001 8] Schao^ physioOoicaii y acceptable salts o; 

c , c y i sait c from morgan 

in end organic ac;cs. tor example tee chloride, bromide, 
suilphate. phosphate, iriaieate, fumsrste. tartrate est- bp 
rate fcenzosie i zoate. 2 4-hydraxy- 

benzoet? i enzoate 
rrielhenesuipnorafe. ascorbafe. acetate, succinate lac- 
tate c, , iC r 
thaieaemarbox plate ei cleats sabs or solvates Ibe.'eof 
~ .. ib >< tcrmoterc! f'uma- 
rate especially tne ;;>nv;:ra:e thereon 
[6018} When the firs; active ingredient is formoiefO-i 
fumarate PibvPraie, the amount < first active ore- 
cient msec issaibaoiy from 1 to SO lie. mote suitably Oo.m 00 
3 to 30 jig: 

; « 1 i ssd i the 

invention comprises unit noses of 6 rip of tot aimeroi On 
cerate - ; of nadeso nds or « 5 iy 

tSSO- 35 
our times a 
v c silica or krt e 

comprises unit doses of 12 pa of fotrneieroi fumarate 
dihv'drete ana 200 pc of ixidesonios, or 9 eg of for-nob 

" „ _ j o - - « a „ I " - " i " "I 

3 & ctsy. 

[=3021| iVScte prsfersbiy test composition ot kit usee in 

f v . -k - - , - ,, u - « - * ~.\ r 

00 stg of budes 4.5 jig 

- - ~ .e& -*5 

ancle either of whiter m edmitriioeiec opto loommmsa 

rasp r of th 
comprises unit octree of 2 ng of for mote re! fums-rate 
. - „ ^ - m^ " - tormei 

atoi tumaram PiPyorafs otto .220 eg cf bnacsoniPm ei- bp 

[SO 22] foost torefarohty the composition or kit used 

• - 5 to 

of fotmotetoi turns rate dihydneta nod 320 pg of cooes- 55 
onipe, ebner of which ■& t3dmn- :1 st«re-P cp tc tou" titles « 
day. 

Z . . \- co c- \ ->t- J*- - 



rrt o <• n ^ she i f 

hie additives, oiicen's or carnerc, prefers biy in art 
amount of frcrti 50 tro to 25 iog pe r dose, mora prsfer- 

gjj r ar> -a^ 0v rtC't p ' . 1 ?s! : =v 

abiy in en amount c; free- 1 00 to 2000 pg per unit Pose, 
cy.ampiss cf sodaoie ciiaenrs or oarnets incircie Osmose, 
daxiran. tnanoitciorgiccose Prefer a&ly tactoss is used, 
sspsciaiiy as the moitohycbsim 




m:3ceu;ic.r:iiy aooeptnoie adPCo? oiiccni or oafnff'r Arr 
orar ed mixt 

crehiem - aesoc:etior= — coarse p&rfihes or e m:P;cre 




[0025] Ac t 

adapted to i i ^ ^ either icoether ot iodividu- 

3 c s t -'i i 

_ v h- t - - f ^ - - > . a \ c 



admtmstereo, eithe . ot c c^ 

- = - i m t, m 

models T^e 

ohtoroflnoEocttrhcos, nyotocernorio or pydroficofoe:- 
kenes. Escec ; - a 
petiraitjoroetnane} ttno P227 ;2re;;;aii[;o;cp;op3.rte5 
each of which, msy he osoo aiooc or in ccrncinetbo, 
hev at« cp 1 u 

mora c;i-ie; ci-cooiicnie ar;dfm one ot reore ccPeotanic 
and/or one or mote oft > . for example et 
l oi e fabric a t tebite:nj 

tsgertr 

i0027] yVhen trie active irtgredientc ere adapted to be 
m . n. \ , . !; jroeb, u 
tt si \ - e'- ! j-- c a^t-i ^ t 




ampiei? »•> cm a-e -c.t '7e-rlco - ~ - scope of the 
application irithe _ - -> iTiicrci'n&etiori iscai'ried cot 
iti a ccnventicnai trranne: aeon » the particle sice 
-e^p- 3 c esci pone t — nisttation 
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by inhalation, fiifbunaier t 



[3030^ , arts asg offc sterol to te 
diode was mixed with 7S4 pails by weight of lactose 
iwenonydrade The bland was n-icronlsed using 3 high 
pressure sine! srxi b-en ecrvtfitSonsct using the proc- 
ess t -4 7 5 200 Parts by weigh 
budesomde was added io the conditioned product by 

^ , and homogenising who a iow c ce e jef 
The mixture was then spheroresed using the process of 
bP-A-721 33"i and filled into the -storage corrioabrnerd 



[83311 4,5 



, O X ^ X „ . - ' - 

The >. % - ispherortse e process 

t c =>721 ^ „ - - - — 

oi a Turbuhaisr 



nyorsoe was rnnreo *- sh psrts t> weight - lactose 
rnfenohydrate. - c fcienh was rnieronised s- 3 s high 
p r e 

ess of EP-A-717 S to. 200 > r;y weight of > 
bndesoode was aooed io the condoned predict by 
oiiXir-.g and Iwnniogenislna who a iow pressure jet miih 
The mix' ore was then aphei owsed uso;g the process of 
EP-A-721 331 3M ec sic snip 

si" a Turbuheier 



The mix; urs was ibae sprier ooised using the process of 
EP-A-721 331 sad twos into toe storage cornpe-hrser;! 
si a TurhLihais!', 



[0032] V - ; o i 

.IV " ^ Y-qii O 

rriorfohydraie. The bse no was mscroniseci using a high 
pressure air jer - and inen - - < - the - 
f n crorjtsecf 

budesonide was ach - i 1 t 

^> >. •> e jet r 

~h r v , f - - « ^ "e?i nee-,-, o 

r c A 331 ens riiied M - storage compartment 
of a Torhohaier. 



[003S] 5 Po " .. . 
drafts was r< 

u c " blend was rrncrorissed using a high 

pressure so oat rnii! arid then condiboned using the proc- 
ess of B--A-7S v s r-t * . 3b isn sphe 
ronissd using tr» process of EP-A-?21 331 and tilled 

[0037] 230 Pahs by weight of inioroirsed budescmide 

drats The t: - < ■> - 

a:: ; sf mii! and thm' conditioned usino the ptrxresrs of 

" " ' ' 7 316. ' - < '- ^ ' - ^ •> . ro 

i he prcces > c 

compsrtrinertf of a Turbuhaier 



003 



^ _ n fomarate dihy- iTronohrdrate. , hiand was iivornaissd using a high 
Is by weight of lactose « pressure ao jet rr-iij sod then oor;dit;oned osirigfhe proc- 
nicronised osing s high ess of EP-A-7f7 615. The mlxiute was then sphe- 
n d ng the pro-cess oi S id fiiied 

was mixad with 340 pods by yarairo of i-:rc!ose roonohy- 



ion conditioned rising toe pro 



of a Turbuhstef. 
Exa;y?p/e 3 



a storage v 



air ;e: m\i arid 
EPaa.717S137 
•he process of! 



4.S Raids 
hydrate was rfhser 
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<nto s^e ; * e e 

hydrate was mixed wish 9S8 parts by weight of Ssciose wssn d *i-h 800 pans t « > c 

rg a high d •> n 

pressure air jet mm and then conditioned using the proc- sir tsi o^ii and thsn crwv. ; o-sc using the process of 

ess of EP-A-717 615. The rnix-ure was then sphe- EP A-71 7 61 S. TWmixtuf* Was thers spherorstsed using 
rorsised using F 31 an e process of £f df 

' ' - - s ' i V; rfc u hs : e c srtmentcfsl 
[0041] 400 Pass by > , - . - - r>e : i:iuaeso;ode 



5 process of EP-A-721. 331 arid fiiied into the storage 4 groups of approximately equal 

rnpaitrnern of a Turbuhaier 

Clone :OOTiOtOW.f alone C-' pAce 



516 



r, As 



ionised using the process of EPA- 721 334 and biieei 
info the storage co;nparbneA of e Tutbuhaier 
?004Sj *C< - ;:nni-pQ c .>o~so "X 

i - „ Obsj ro x>hy- 

drgts The bland was micrcmsed using 3 high pfessiire 
air jet mill and tb«rs conditioned utsing the process of 
EP-A-7'i 76 :8. The mixture svasfiien spheronised using 
the process of EP-A-72-t 331 and fiiied into the storage 
. ate " 



. whereas the remaining 
o be secondary efficacy ' 



A - ^ - & v 

separately: 

fa} a first actios ingredient which is f& 
3 pharmaceutical!/ acceptable salt o 
thereof, v a soivase of such a - i\< 
fb; a second active ingredient which 
onide; and 



t se ttsin; at xcess of cP-A- 
^ ' 

S04? s - cnised budesonid 

- . >h^i: - ^ x 

drate. The biend was reicronised using a high pressure 
- jet m8! and trse 3 e process of 

i ^ dp ^rerasss using 
b- &i ocess of PP-A-77'; 331 and - - into the storage 
ottnipahrasni of a Tostuhatef, 

Exampie 12 

(8045} 12 Pans by weight of iormioieroi iornara-e di- 
bydrsie was mixed with 588 parts by weight of lactose 
mo no hydrate. Toe oiffno wars micren'sed using a high 
prsssute asset tmi; and rhen conditioned using the proc- 
ess o? EPA->'i?' SIS "he mixture was than sphe- 



a roc-far ratio of the first sc t: ingredient to the sec- 
ond active ingredient of tfonc 1 2500 to 1 2:1 : 

is a ofsctuie of careen; to e treat- 

'nen; of chrontc obstructive puirnenary disease. 

t according to ciaicr 1 wiierem tr composition 
comprises one or ntore t ^ ; r - ^x. o s h \ vu 
foie ad ■? 's ; 



ii) a s .jss*- - . % ' - v . a 

.^c* sfarrnoiet f £ jiice y accept 
able sa >rso -.o > s % 

a sait: 

•ii} a vessei CGnrssang e siecono active 

c " tN " , a ' ^ 

fiii) a rneiair ratio of the first active ingredient to 
t« ci' o = =^ ■> 2>C" 
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r the 3.!T;u!tan-soL:s ; seqasn- 
irnir-iistration of the first and 
6c5er.ts to 3 patsent in need 



sofa n-isciieament tar the treat- 
ment of chronic obs- roots/a- psimonaty disease. 

4. c ir j c 

seconct active - ^ - -* is asec- in 0 * \, c with 

one or ^ - . - i <- sodkives, 

rtlleerits ^ " - - 

5. Use according to say one of the preceding claims, 
marate dthydraia. 



FGrmoteroi. eln phsrmazeubsoh onb-ederikli- 
ohss S8;2 Oder 2 <* davon Oder - Soivst - 
nes se-ichen Saltr.es hsnael; 

{bfeinertzweSsaWifkstotf, beiotem essichurn 
8udsnos:d v oc und 

3s V eih3ita:s bos &>sts ,h -o ' s, ;;am 
Zsveiten VVirssioht von 12 50 G bis -2U b-atragi, 

de: d«r Hersteshme ernes Medikarrserits sur 
a in; - on a^rssoh-ob; vert ~te r < 
^egserk an; ., .a 

Vewendong nacn Artspra-sh *, wobel die Zosars- 
fser-setssap em ods-r mehnsre pbsrmaseatiscrs on- 
hedenrdiche iasstasba-rfe VerohbnnsnnstnPte! nod/ 
oder Trsgerstoffe enihait. 



VaaaanaL 



sa;t or solvate thereof, oi a solvate c-i scab a sap in 

ciasrn ! or 2 or a hi; as defined in , 3 or 4 for the 
treatment of ohroitio obstrastive paimonary dis- 
ease. 

Use ofbodesoaide m the manufacture ofacompa- 

- ,. - - .. _ i 

in class 3 s; 4 for the treatment of shrams, oosd ss- 



Use !!'•";« ,' 

hose of a first active ingredient which is formoierob 
a pharmaceoticaiiy asneptsbls salt or solvate these- 



obstructive p : 



osn; lot the treatment of ctaar 
maty disease vie Inhalation 



;. Use of a ihsrat.mn.mcally effective amount of a com- 
position as defined in cssim " or 2 for the nnanatac- 
turs it medic snt fot t eamietit of chi 



e-ner Zusa-rsnensetzang eathaitead 
octet getrarsnt; 



hsndeit; 

fib sin Gefsh, has amen .roe-sen 1 



jerfofg&.ncu 
aes et stsn una zv;sbe 
iter VVmmioffe beasr ft 



si rkstofe an ei 
n Pat-enters: 



b8i dsr Herstellung estes Ivtsdiitements Zisr Se- 
na ndiarva voa etammscrv-asst'aktiven Atemo-egser- 

ktankungen, 



Znsatzstcmen. VemannongstraJteln ssnd/oder " 
gersicffsn verwendet wercien. 

* o icvmo. -a, v e - e ^ fc , >- 1 x f c 

sprOche. wobe; esslsh as: ciam ersten Wirkstoff 
FatmotstoltarsaraaDihysan hsndeit. 



Vsfwendong von Formctsro 
Ssch unbedenMichen Sata oa 



act! f q is; est ie for 



" r*g v sr J scj'-sisctV: 
rj bs: ra Kbv a n At a ra w aq sa r v 3 nk ■ :n g e a . 

S. v'^ v s i w s ^ v s 0 t 

er y»:S Apprise e 2 a fa 1e Zijssm- 

ntanse;z>jao ode:- 3!iies wis in Ansprncb; 3 ader 4 
deb2- ; a?2er! K2;s ,ra: Bebandiang von cbfonracb-ob- 



j ■ ' ;l gsi e badesnr 

ir - , „ - - „ , ~., <rr p sj.; - 

audeuxierne pnncipe ' da ::2S0Oa 12:1 : 
join 8 ">., en 

^ deaananie pnncipe o " a - a-" ~ * N ' t " 
a besotn ; 



von (it sine:' Dcsis sines ersien Wificstoffs. be: dem 
-as si:Ch am Formo-ero; eio pbai-rr.aaea'isch ur-be- 
derabnbaa 8a i:: canar Qoh.il aavon oca-ana Sobaa 
einaaaoieben Sa : ze 

N k - - i - ( -i ie 

it kstcS 
z v e _ ^ - ; - r, 12 1 bs 

- r r- e snn!. 2 t 

HefsSeiiur-c: eaoaa bled; baa: snta zar Babaabiang 

,a "of > 
gen durcn inhalation 

18. Veivvendang e;n»r ihefapeutisch wirtearoers Menge 
" > . 2 ; ad 2d - s ten Zusant- 
iaenseiaana an: Hsrsiefeg sines Medika-nenfs 
*ur Baharwfeg von chrof>isch-obstruk8ve« Atem- 



1 . ant, en rne- 

i) art p:ea;;er princtpe acHf q s: ie for -ana 
mK m sei ou m soivste pharmacsuiiquemeni 



<ierr in c-tif qut est is 



un rsppon moiaue da premier principe adsf z 
dsuxieroe precipe scbfda i :2500 a 12:1, 
dans is febricsiscsn d'an msdicam ant destine au in 
tenasnt be is bronchopneumopatnie cttron'que oa. 



rnent da ia branobopneaatansbna cbrapjqae obs- 
tructive, 

4. 2 rf / saion is ievandic-eboa - c«r»«efssee 
sa ce q;sa b; ra eaaar aboa ? , a < aaaa;;;a ac- 
af as: atbaa an aaab-r.ga avec aa oa pbistea';, sd- 
d:t;fa, dibtarns et/oa SapSabs prsstaaaae^iqaeatant 
sccepiabies. 



bans praceaea : aa, c . , i>st3 e;i ce que te pre- 
- paaa:pe acta as; ;e faniarate ae foa?K>!arai da 

ijaia-sabon saica Laie oaebonqae das laveatsioa- 

pod tnoiaife da prep-ver prsncipe acp; aL; cieuxienae 
panc;pa aaaf ast da 1:B2S a 22. be presefeaae de 
t:70 a 1:4. 

bbaiaabioa da fcrrrto-ern:. an sei na an soiva-e pnaa- 
nace t ( ntsccapbb sb;i-c 

on b- (. - - 
oa ■ 22 e qae ^ dsns ia ravanainatior! 3 oa 
4 pour is :rai:ea=ea: da ia nronoboanearaopolhie 
obrofiipue obstfixtivs 

compost « evenebca 

' ou 2 cad'an bit fa: ana aafaa ; ; 3r ,:s;;s raveadtcaana 

a - - - ancbnpne 
true ca;oa:qaa Goabuctiva 



end aa-- 1 c 3 rsc senses 
xrasren vo a 2 



3. P3 ontsnat 

a: an :-acip:eni nca ; eaaa; an premie;' pnncape 



a^ a ^ . - 

dbsoaide. a: c«r«oterisae oa oaqaa a rapaob mo- 
isire bo pr emte: princtpe acaf aa daaaaane p'"a;aana 
apib'eat da 1:2202 5 '■?:'-.. con:oa»en;ea:. seqaea- 
a. . r - - n d";jn 

" edfi'af er;- p fsttes-nsn 
- a at" c ""r c - ' .a - , - - 



7 



10. Utilisation d'uras qusnme Jhfeapeuliquement effica- 

veridicailor; 1 ou 2 pouf te fabrication crun medics- 
r »~» poLit - ::&i;erf;9ni de is jc cxn.'cj; 
Shie chrcrwqus obstructive par inhalation. 



5::; 



3$ 
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